
FDA Chronology of Significant Activities 



(July 22,1999 tQ Decembg 15,2004) 

7-B- 1999 IND 1 Response to FDA Request, for additional desk copies 

7-29-1999 IND 

7-30-1999 IND 

General Correspondence: PDA communicates assignment of IbID number 58,647. 

FDA Letter acknowledging receipt of Original END Submission. 

S-17-1999 IND 

8-19-1999 ‘MD 

FDA Request for clarification regarding Pharm Tox section 

Response to FDA Request for clarification of Pharm Tox section:Vols. 5 & 6 resubmitted 
with pages reordered 

FDA Rec$test for information: reformsitting TK information to tabular form 

Response to FDA Request: reformatted to tabut& form information regarding cause of 
death for: animals in TK studies 

FDA Reduest for information: cI,aification.ofdat& in table 

Response to FDA Request: Corrections to table 

FDA Communication granting permission to proceed with proposed clinical studies 

dated8eptember 13, 1999, and Protocol 
m&s i. and 2 to ProtocoI 190-00 1) and revised 
and New investigators (Ruckle and Sfohz) for 

General Correspondence: Rmal toxicology reports ay mouse, rat, and dog studies) 
expected; submis$ion date; up-coming submission of a formal meeting request and 
information package 

l-7-2000 

MD 

Protocol’Amendments: Protocol 190-012, Amendment. 1, and Modification Notice 1; New 
Protoco1.190-026; and New. Investigator (M. Cohn) for Protocol’I90-012 

General Correspondence: Proposed meeting with FDA regarding development of 
eszopiclone and intent to provide a pre-meeting package 

Information Amendment: PharmlTox (study summaries and final reports for 1 
pharmacology study and 12 toxicology studies submitted iin draft in original MD, and 
study summaries and final reports for 6 drug metabolism studies provided as new 
information) (9 volumes) 

osed outline information 

harf, and f.Schwartz) for 

3-7-2000 Pre-Meeting Information Package for-M&h 20,200O (hand-delivered to FDA) 
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(July 22,1999 to December 15,2004) 



(July 22,1999 to Decem,ber 15,2004) 

Date 1 TYPO 

General Correspondence: F5A called regarding status of revww a 
requested Sepracorprovide preferred dates for End of Phase IT meeting 

General Correspondence: FDA sc,heduled End of Phase.11 meeting for September 2 1, 
2000, and meeting package is due 3-4 weeks prior-, 

Protocol Amendments: New Protocols; New ?~~e~t~g~tors for 190-010 (Abdou) and for 
190-015 (Leese). Information Amendment: CMC alternate supplier of comparator and a 
new dosage form (film coated tablets) 

8-1 S-2000 IND Submission of drafi Protocols 190-045. and 190-046 for FDA for Division review, advice, 
and comment. Protocol Amendment: New Protocol, New Investigator (N.Abdou) for 
Protocol 190-019 

General Correspondence: informed FDA of August 18,2OOQ submission and confirmed 
End of Phase II meeting for Sepmmber 21,200O 

Submission of End,of Phase II Pre-Meeting Information Package (I volume} 

General pespondence: FDA confirmed receipt of End of Phase II Pre-Meeting 
Informatron Package. 

Investigator (;B.Corser) fw Protocol 190-045 

g-5-2000 MD 

-t- 
9-l l-2000 TND 

General Correspondence: change in lab 

General Correspondence: FDA communicated 
independent of and immediatelv following 

9113”2000 IND General correspondence: FDA scheduled CMC portion of End of Phase II Meeting for 
’ September 26,, 2000 

g-15-2000 lND General Correspondence: Discussion with 
End of Phase II Meetings on September 21) 
(CMC) 

9-l 5-2000 MD 

9-20-2000 IljD 
I 

Protocol Amendment: New Protocols, New Investigators for Protocol 190-018 (T.Stock) 
and for Protocol 190-020 (P.Leese) 

General i3lorrespondence: FDA provides list ofparticipants for Bnd of Phase II meeting on 
September 2 1,ZOOO 

General Correspondence: Sepracor provides Agenda, Sepracor attendees, and questions for 
FDA disixssion for End of Phase II meeting on September 2 1, BOO 

End of Phase II .Meeting (tox/clin/stats) with FDA 

FDA Request for Information: two desk copies of Pro&x 
01‘8 and 190-020) 

10-03-2000 1 IND 

End of Phase II Meeting (CMC) with FDA, 

Response to FDA Request: submission of twu additional reviewer desk copies of Protocol 
Amendments (Protocols 190-018 and i90-020) 

Protocol:Amendment: New Protocol,‘New Investigator far Protocol 190-021 (N.Abdou) 
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(My 22,1999 to December 15,2004) 

Statistical Rationale for Protocol 190-046 
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Chronology of Significant Activities Regardiag IND B&7 aqd NIlA 23-476 
for ~~~ES~A~ (eszopicloare) Tablets 

(Jaly 22,1999 to December 15,2~~4~ 

car status inquiry regardi 
rationale, to which FDA 

FDA Filial Minutes of End-of#hase II meetings held Beptember 21,200O (toxklin/stats) 

mparator drug (diazepam tablets) and mate 

ese assays were s.tl 
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(July 22,1999 to December lfi, 2004) 

11 5-14-2001 END 1 General %okspondence:~FDA indicated ththe~ review of &&tical rationales is nearly 

ed copy of cover Bf Rhponse to FDA Request 

June 20,22 25 and 26 2001 

90049-0’10510-1, and 

7-18-2001 IND 1 Response to FDA Request: information concerni& Prc&caIs 190-045 and -046; 

g-2-2001 IND f Response to I?DA.Reque& for iriformation: provided clarifkation of information for 
II 

A Retm~t %&xmation Amendment: Pbrmacoio~ / Toxicolo~ 

1 Cfinical iProto@ for .Revjew and Comment II 
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(Juiy 22,1999 to December 15,2QO4) 

g-21-2001 TND 

9-1 O-200 1 
September 28, %KU 

- 

IND 1 General ~orm~ondenee:‘Teleconference cotiminsr CMC Pre-NDA Meeting details and II 

inutes of March 20 2000 

IND 1 -MD Safety Reports: %&Iw-up Report (subject AAT/~UO3~0~99~ and Follow-up Report 

t 190-049, 
i&EJD 1 General Correspmdence: Change of CMCPre-MDA meetiqg venue fixm face-to-face to a 

10-12-2001 IND 1 IND Safety Re~wt: Fall&k-up@inal Rep&t (S@&ct ALLISOO4lRo285) I 
nded Final Report [ 
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Chronology of Sign@cant A&it&s lkegardiirg IND 5~~~4~, ~~d,~~A 21-476 
for LllfMESTATM teszopic~o~e~ Table& 

(My 22,1999 to December X5,2004) 

I A+Gty 
10-18-2001 1 Iii3 

f 
General Correspbrxdence: Seprador request ‘foi infoimation ‘&m-FDA Pre-NDA il 

from October 29, 

IND I General Correspondence: Informed the division of updonxiaff teleconferenck with Dr. 

11-2 l-200 1 
1 Levin (@IA-CDER eiekronic submission@ - - 

MD 1 n\rD &f&y Reports: Find Follow-up Report (Subject SB~~~l~~378~, Initial,Report 

12-7-200 1 
Follow-Up Meetir~g teleconference 

MD 1 Response to FDA Request: submitted Sepra&‘s Pre-MDA Follow-up Meeting Minutes II 
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(JU-ry 22,1999 to December 15,2004) 
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(July 22,1999 to December 15,“210@4) 

Date 
4-10-2002 

4-22-2002 

4-25-2002 

4-26-2002 

5-6-2002 
5-g-2002 

5-21-2002 

S-22-2002 
s-30-2002 

6-l 4-2002 

6-24-2002 

7-10-2002 

7-23-2002 
8-7-2002 

8-8-2002 

8-8-2002 

Type 

IND 

lND 
-- 

IND 
-- 

-- 
IND 

-- 
JND -- 
IND 

lND .. 

Actiyi,Q 
IND Safety Reports: Follow up report for 19(+Y!47 (Subject DJ3/S710~~494)~ 
three follow up reports for (Subjects TP~SO~7/RO494, ~A~S~~7/ROO35, and 
WTB/S714/RtiIO3) 
General Correspondende: Request for Type A Meeting to discuss plans to submit 
NDA with nonclinical data on mechanistic studies of hormonal changes per FDA’s 
November 27,2QOl request 
lND Safety Reports: Initial.Report (Subject &ITG&7 I$, Initial Repoti (Subject 
CAK/S~22/l&660), Follow-Up Report (Subject “CA~S~22~0660) for Studies 
190-047 and 190-049 
General CotrespondenCe: Request FDA’s.Endocrinology Review of Clinical 
Protocols 
Protocol Amendment: New Investigators (I 9%046) and Other Investigators - 
Revised Forms, FDA 1572 (190-024, -046, -047, & -049) 
IND Safety Reports: F~~~~w~u~R~~Q~ (Subject MTG/S714)j FoHow-up Report 
(Subject JHDlSQ 1~8/ROSg9) for Studies I 90-047 and 190-949 
Protoeol Amendments: ‘Gbange in Protocol, Rev&d Prot~ol 190-049 
IND Safety Reports: I&al: RePort (Subject GA~S~~8~~2~2), Initial Report 
(Subject L-~~OO7~~486) for Study 190-049 
Information Amendment: Pha~a~olo~~oxic~lo~ Request to Attend the 
Carcinogenic@ Peer Review meeting 
GeneraI Correspondence: FDA acknowledged Sepracor’s invitation to FDA to 
attend a Peer Re+iew meeting 
IND Safety Reports: Follow-up Report (Subject MTG/S7 14), and Follow-up 
Report (Subject ETLl$Ot 1iROOOS) for Studies 190-047 and 190-049 
General Correspondence‘: Teleconference w$b FDA regarding (1) report of Peer 
Review, meeting; (2) FDA response on assessment OS the design and collection of 
human hormone data; and (3) Sepracor’s change ,of address 
FDA Letter providing comments regarding, Frotocods 190-0415, -048, and -049 
Notification of change ,m sponsor’s address and relocation downtime of phone and 
electranic systems 
IND Safety Reports: Follow-up Report (Subject L~~~S~~~~~486), and Final 
Follow-up Report (Sub$@ SO1 l/ROOO8/ETL) 
IND Safety Reports: initial Report (Subject SO1 ~~~7~Z~~L~, and Follow-up 
Report (Subject ~A~S.?O7~0222) for Study l”9.0~Q49 
General Correspondence: Teleconference with FDA regarding FDA’s new 
Chemistry Team Leader and request for additional desk-copy of CMC section of 
NDA 
Protocol Amendment: z\few Investigator (190-049), niJD Sponsor Responsibilities 
Termination of Investigator Participation (BLewis) 
IND Safety-Report: Follow-up Report (Subjects JLH/SO~ EkrItO732) 
General Correspondenoe: Request for Type B Meetmg to’Discuss and Seek the 
Division’s Input on Pba~acol~~/To~~col~~ Issues 
General Correspondence: Teleconference with FDA ~v~~~ing receipt of Type B 
Meeting Request Letter, and discussing possible ztyxting dates 

Page 10 of 28 



(July X3,1999 to December 15,2W4) 
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i 

Chronollpgy of $igSic~t Aetivjtied ~~g~r~i~g IN3 $8,647 ~BMWA 21-476 
for L~~~~TATM (eszopidone) T&H&s 

(July 22,1999 to December lt5,2W4) 

the twcf proposed suly&sions for the WDA 
GeneraP Co~espondence: Teleconference w’ith FDA reg&di&g format for 
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Chronology of SignHicant Activities Regsrdiqg ZND ~g?64~ md NJIA 21-476 
for L~~E~~A~~ (eszopielone) Tatbkts 

(July 22,1999 to Deeember $5, -2W4) 

3-13-2003 
concernjug Eszopiolone NDA 

NDA Gene& Correspondetq: with FDA regarding clarification of the 

frleabihty issues-identified by the FDA 
Submission: Amendment 2 to NDA: Errata 
for Studies 190-012, 

3-26-2003 
1 Dataset 

NDA 1 General Correspondence: Confirmation FDA% rect$ipt: of March 25,2003 

3-27-2003 
March 25,2003 subnkission 

‘NDA General Corresponden@: Te$econfereme witch FDA to discuss the Fifing Date, 

3-3 l-2003 

4-l-2003 

’ 4-3-2003 NDA 
queries: on B$oRharm,P@A Section 6 
General Correspondemk ED4 request for~inform‘ittio-a ta initiate Good Clinical 

4- 16-2003 NDA 
Outline for Consohcfated Literature Review 
General Correspundenee: electronic copy of FDA Filing Review Letter for 
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’ (July 22,1999 to December 15,2QO4) 

to ‘MDA - &Iinbal’A on of Amended 
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to Decem,b& 15,2~U~) 

mis’slon: Amen 

factwing and Controls 

co&S F’DA .used for SAS 

r Copy df CMC Amendment 
I I ,,,,, dated July 15,Z$OO3 
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(Fitly 22,1999 to December 15,.20@4) 
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(July 22,1999 to December 15,,29!4) 

ministration qlaim for and ta confirm that no 

ts for Phase 3b protocols and 



t 

Chronology of Si~nificaat Acti@& Regard& IND 5~~~4~ aad .&DA 21-476 
for LUNESTATN (eszopiclone) TabI& 

(JMy 22,1999 to December 15,2004) 
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Chronology of Sig@icaat’Activities Regarding l[ND 58;647 and NRA 21-4’76 
for LI&lESTAm (eszopi&u~e) ,Tabfets 

(Jlrly 22,1999 to December 15,200ct) 

FDA form 1572. 

piicatianf Rmpmse.‘tcb Chemistry Discipiis Review 
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(My 22,1999 to December 15,2~&%4) 

ream, and obtain name of Regdato 

ent submissions 
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Chronology of Sigpific&ut Acti@es Regarditig .END $8,647 an& NDA 21-47fi 
fofor~L;ONEST.ATM (eszo~i~~~~~~ Tz&bl& 

(July 22,1999 ta December 15, ,2004) 
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(July 22, k988 to X)ecembw I$,20 

SPOOOO82), and 2nd 
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. 

(July 22,1999 to December E5,29 
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q,dment : &wised Forms ‘FDA f 5 72 ‘Ex Protwo 190-052 (44 

e: Notification to th&FDA of-“new Sepracor contact person 
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Ghron‘olggy of Sig~ifircant ActivMes. Regwding PN ,~~;~47 an;d N-DA 21-476 
’ for ~~ES~AT~ (esmpickme) Table@ 

(July 22,1998 to December J$ ~~04) 



(July 22,1999 to December 15,20Q4) 

ml@ion: e-ma1 

racor review Is 
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. 

(July 22,1999 to December C$2004) 
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. t 

(July x&1999 to December 1~5,2004) 
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